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For manuscripts utilizing custom algorithms or software that are central to the research but not yet described in published literature, software must be made available to editors and
reviewers. We strongly encourage code deposition in a community repository (e.g. GitHub). See the Nature Portfolio guidelines for submitting code & software for further information.
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- Accession codes, unique identifiers, or web links for publicly available datasets
- A description of any restrictions on data availability

- For clinical datasets or third party data, please ensure that the statement adheres to our policy
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Methods

n/a Involved in the study

ChIP-seq

Flow cytometry

MRI-based neuroimaging

Antibodies
Antibodies used

Default setting was used except for “Collapse/Remap dataset to gene symbols” set to “No Collapse” and “Phenotype” permutation type to
“Gene_set”. Defined lists from broad institute were used: h.all.v.7.0.symbol.gmt [Hallmarks], c2.all.v.7.0.symbol.gmt [Curated], c3.
all.v.7.0.symbol.gmt [motif], and c5.all.v.7.0.symbol.gmt [Gene Ontology]. Detailed statistical criteria have described in result and figure
legends.

The raw whole exome/RNA-seq data for this manuscript are available through European Genome-phenome Archive (EGA) under the accession number
EGAS00001005511 and EGAS00001005512

In general, no calculations were done to determine sample size. Sample size was determined based on standards for cell line and animal
studies from our previous published studies (Malladi et al., 2016).

No data were excluded from the analysis

At least two biological independents with similar results were performed.

Experiments were all randomized.

In general, the investigators were blind at the time of experiment execution and data acquisition. For in vivo experiments, mice were
randomized to everolimus treatment groups after tumor injection and data were collected under blinded experimental conditions.

CD31 Antibody Agilent Technologies, Inc Cat# M082301-2

ERG Antibody Biocare Medical Cat# CM 421 A, C

CD163 Antibody Biocare Medical Cat# CM 353 AK, CK
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Validation

Eukaryotic cell lines
Policy information about cell lines

Cell line source(s)

Authentication

Mycoplasma contamination

Commonly misidentified lines
(See ICLAC register)

Animals and other organisms
Policy information about studies involving animals; ARRIVE guidelines recommended for reporting animal research

Laboratory animals

Wild animals

Field-collected samples

Ethics oversight

Note that full information on the approval of the study protocol must also be provided in the manuscript.

Phospho-S6 Ribosomal Protein (Ser235/236) Antibody Cell Signaling Technology Cat# 2211

Phospho-CREB (Ser133) Antibody Cell Signaling Technology Cat# 9198

Beta Actin Antibody Abcam Cat# ab49900

Goat anti-Rabbit IgG, (H+L) HRP conjugate antibody Millipore Cat# AP307P

CD31 Antibody (Monoclonal Mouse Anti-Human CD31, Endothelial Cell, Clone JC70A,) is intended for use in immunohistochemistry
(IHC). The antibody primarily labels endothelial cells. Results aid in the classification of malignant vascular disorders, including
angiosarcomas. Differential classification is aided by the results from a panel of antibodies. The clinical interpretation of any staining
or its absence should be complemented by morphological studies using proper controls and should be evaluated within the context
of the patient's clinical history and other diagnostic tests by a qualified pathologist. This antibody is intended to be used after the
primary diagnosis of tumor has been made by conventional histopathology using nonimmunologic histochemical stains.

ERG Antibody is a mouse monoclonal antibody that is intended for laboratory use in the qualitative identification of ERG protein by
immunohistochemistry (IHC) in formalin-fixed paraffin-embedded (FFPE) human tissues. The clinical interpretation of any staining or
its absence should be complemented by morphological studies using proper controls and should be evaluated within the context of
the patient’s clinical history and other diagnostic tests by a qualified pathologist. It is react with human and others are not tested.

CD163 Antibody is a mouse monoclonal antibody that is intended for laboratory use in the qualitative identification of CD163 protein
by immunohistochemistry (IHC) in formalin-fixed paraffin-embedded (FFPE) human tissues. The clinical interpretation of any staining
or its absence should be complemented by morphological studies using proper controls and should be evaluated within the context
of the patient’s clinical history and other diagnostic tests by a qualified pathologist. It is react with human and others are not tested

Phospho-S6 Ribosomal Protein (Ser235/236) Antibody detects endogenous levels of ribosomal protein S6 only when phosphorylated
at serine 235 and 236. This antibody does not detect ribosomal protein S6 phosphorylated at other sites. It is react with human,
mouse, monkey, rat, S. cerevisiae. Application: Western blot, Immunoprecipitation, Immunohistochemistry, Immunofluorescence,
and Flow cytometry.

Phospho-CREB (Ser133) (87G3) Rabbit monoclonal antibody detects endogenous levels of CREB only when phosphorylated at serine
133. The antibody also detects the phosphorylated form of the CREB-related protein, ATF-1. It is react with human, mouse, and rat.
Application: Western blot, Immunohistochemistry, Immunofluorescence, Flow cytometry, and Chromatin Immunoprecipitation.

Beta Actin Antibody is mouse monoclonal antibody conjugated with HRP. It is react with mouse, rat, cow, dog, human, and african
green monkey. Application: Western blot. Synthetic peptide corresponding to beta Actin (N terminal) conjugated to keyhole limpet

haemocyanin. Sequence: DDDIAALVIDNGSGK

Goat anti-Rabbit IgG, (H+L) HRP conjugate antibody is an affinity purified antibody from goat. The purified antibody is conjugated

to horseradish peroxidase (HRP) and stabilized in buffer. It is react with rabbit. Application: WB, ELISA, IHC, and IC.

769-P and 786-O (ATCC). A498, Caki-1 and UMRC-2 cells (ATCC, provided by Qing Zhang, UT Southwestern)

As all cell lines were originally purchased from certified commercial vendors, no further authentication was performed.

All lines were tested negative to be negative for mycoplasma (Universal Mycoplasma Detection kit, ATCC)

No commonly misidentified cell lines were used in the study.

NOD.CB17-Prkdcscid Il2rgtm1Wjl/SzJ (NSG) female mice from 4-6 weeks of age. All mice were housed in barrier facilities maintained
in individually ventilated microisolator cages. All caging equipment was autoclaved and all feed was commercial irradiated diet. Cage
manipulations and animal handling was performed in cage change stations or biosafety cabinets. Automated watering systems
provided water that was purified through reverse osmosis and chlorination. The standard white light cycle was from 6:00AM to
5:59PM and dark cycle was from 6:00PM to 5:59AM. 23–25°C temperature and 50–60% relative humidity were maintained.

The study did not involve wild animals.

The study did not involve samples collected from the fields.

All procedures were performed in strict accordance with the Guide for Care and Use of Laboratory Animals approved by the UT
Southwestern Institutional Animal Care and Use Committee (IACUC).




